sustained leadership contributions to our understanding of steroid hormone action. The saga of Dr O'Malley's research work can be captioned "Discovery of the Complete Molecular Pathway for Intracellular Hormone Action and Its Relevance to Human Physiology, Pathology and Therapy." His early discovery that intracellular hormones regulate gene expression and his more recent cutting edge work on steroid hormone receptor coactivators have revolutionized biomedical sciences. His laboratory provided the primary stimulus for creation of the field of Molecular Endocrinology. He has received many honorary degrees from institutes all over the world. He is a member of the US National Academy of Sciences and the National Academy of Medicine. In 2008, he received the National Medal of Science for his outstanding contributions to research, teaching and leadership. He is an author of more than 700 publications and holds more than 20 patents. He has trained numerous trainees who are now in leadership positions across the globe and spread his legacy. Although I worked in a biochemistry lab all during medical school, I decided to do a significant amount of future lab research during my residency only when I was at Duke University. At that time, I thought I would have a more balanced career of clinical and basic activity. However, I was later driven strongly to a more basic and mechanistic centered research career.
When you started your independent laboratory, why did you decide to continue your previous work on steroid hormone action?
I worked on steroid hormone synthesis in my biochemistry lab job during medical school. At that time, I thought I would like to find out how these hormones actually work in cells in the future.
From your vast array of high impact research contributions, what do you think is the most significant contribution you have made?
In my opinion, there actually were two equally significant contributions made years apart. The first was in 1971-1972 when I elucidated the mechanism of steroid hormone action: direct regulation of the expression of nuclear mRNAs and their proteins.
The second occurred in 1995 when I cloned and discovered 'coactivators' for nuclear receptors. The latter accomplishment filled in the missing piece of the pathway for hormonal regulation of gene expression.
During your phenomenal career, you have very effectively used many of the state of the art and cutting edge tools at the right time, including the recent cryo-EM technology, to answer key questions. How has this been possible? I consider myself to be an experimental molecular biologist, not purely a technologist. Consequently, I use/devise what new technology I need to answer the next pressing biological question that faces me. As you might guess, this leads one to work on many cell processes and to use a wide diversity of technologies over a career.
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After all these years, we are still trying to find out more information on how hormones regulate genes at the smallest microlevels and structural levels. (I originally thought naively that I would get my answers as to how steroid hormones function within 5 years or so of research). Mother Nature gives up her secrets very slowly and begrudgingly, so there is never an end to important questions. Of course, we need to then apply all of this newly garnered information to new understanding, diagnosis, and therapy of human diseases.
What do you envision about where reproductive biology research is heading?
Among others, research in reproduction will continue unabated in understanding hormone action, understanding reproductive tissue cancers (as a group the most deadly in killing humans) and inflammatory diseases such as endometriosis, metabolic diseases, implantation of the fertilized egg and improvement of fertility, and manipulations of DNA-based sequence to cure genetic diseases.
Needless to say, you have influenced dozens of scientists and trainees. Are there any who influenced you at any stage of your career and how did they influence you and how did it impact you?
I had no major continuing mentor, as both of my early supervisors (Mort Lipsett and Grant Liddle) who could have done this, died very early. Thus, I was left pretty much on my own to climb the academic ladder.
You excelled in research, education/training and distinguished yourself as a leader with administrative service within your Institute, in our country and across the world. How did you balance each of these major activities all along your career? I thrive on diversity, but this involves commitment to all tasks one undertakes, a personal organization of daily time, and an ability to prioritize. Unquestionably, laboratory research is my main passion. So why did I do administration at all?
It is because it allowed me to touch and influence young trainees and faculty. One of my main pleasures as a Chair is to see the growth and development of young faculty into national leaders. In addition, it allowed me to imagine and develop new scientific forums for departmental research. An example of this is my design and construction of a Department of Molecular and Cellular Biology, a novel entity at that time for academic institutions, but one that finally brought many disparate arms of cellular science together under one roof, allowing substantial collaboration across these subdisciplines. If you have a passion for something in life, and remain successful in it, you will never get tired of doing it. I guess the secret is simple: I love academic research and I guess I am good at it. To me, it is not a 'job', it is a terribly exciting and pleasurable life. Baylor College of Medicine allowed and encouraged me to do this in an entrepreneurial manner.
Above all, my family is my main love and accomplishment in life, and my lovely wife (Sally) and children and my extended family have always been supportive of my science and my hours of dedication to it. They made it possible to grow and sustain my academic and scientific life.
What advice would you give to current trainees in reproductive biology?
The same advice as I would give trainees in any discipline of medical research:
Dedicate your brain to science thought and accomplishmentand couple that mental aspect with the physical commitment of hard effort and perseverance. Biological research is the best job in the world -but it is not the easiest.
In all fields, including reproductive endocrinology and molecular biology, there are untold numbers of new questions that require answers, and each new understanding of normal mechanisms will bring new ideas for the diagnosis and therapy of dysfunction and medical disease.
